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^ R 1 — X — CH— CH 2 CH — CH 2 - GOOR 2 (l) 
IT) preparation is excellent in percutaneous absorption. 



(57) Abstract: An external preparation containing the following compo- 
nents (A) and (B): (A) a compound represented by the general formula (1) 
or a salt thereof: (1) [wherein R<sup>l</sup> is an organic residue having 
an optionally substituted cyclic structure; R<sup>2</sup> is hydrogen or 
lower alkyl; and X is ethylene or ethenylene], and (B) a monoterpene. The 
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[oooi] *mwfc, m&m^m^mnrc^^mxn^nh^m.^m^m^t'r^m 

[0002] fc"^^^, y^^^^mcO^^W^s MtvfcHMG-CoAMium^ 

Mv^ti, xnmmmtbtbtix^Zo tut, ^xnmmmmnxm)m(D 
— ^ ^h<DHMG-coAM^mmmwMn±mmm£imz, fc#t*, 
, id ^(Dmmftmtvxmmx&zzt&ftihfr, w-mmtvx^mm^&hn 
[0003] vfru t\»mMtL-xmm~fz>wr&s ^m^m^h^^m^nm^t^, ^ 
z>^kfemmx*3bz> 0 ^(otzjsb, ^mMz<D^<D<Dm&v%fc'\k<D\%±&Mfrbnx\,^ 

fto 

#W^l:^IB#fF^5, 856, 
#fF^tgfe2:^H#fF^4, 346, 227#K*|B# 
#f^»3:3KH#fFf§6, 080, 778^#B# 
#fF^4:^S#fF^6, 472, 421^«ffl» 
#fF^5:^H#fF^6, 511, 800^|ffl» 
#f^»6:^H#f^6, 022, 887^^0* 
#f^»7:^H#f^5, 730, 992^-M# 
#WS:^8:^|B#fF^6, 126, 947^^0* 
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[0004] 
[0005] 

[0006] 
[0007] 

[0008] 

[0009] 
[0010] 



m^xm-.^mmms, 840, 752^-mmm 

#ff»10:^H#^5, 733, 558^-BJ£B# 

m^xmi-.^m^nms, 902, 

'&%^<§tmmnisfcuw:. uMG-coAm^mmmwMt^x^hnx^^rm 

(A) Tf2-|«(l) 

OH OH 
R 1 — X— CH— CH 2 CH-CH 2 -COOR 2 ( 1 ) 

(B) ^/tvwOHI 

^^-r^mm^mm-r^cDxh^ 

-^(i)xm^n^it^x^nh(om.Rxf^y^7^>m^^'r^ 
Mtvx^m?mMG-coAm%mmmmMtvx%Qhnx\s^{k^mx&& 0 
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[oon] -^(D K^^xR^^n&mvimm&^ir&mmmmbvxn, yvKy/v 

t°y^vvi^ t°7y'!J;H, t°ny/v^> y^Vy/vS, y>-Ky vv^S, ^yy/v* 

^Ky/v^> t°yyyi^ t°y^>v^ tfny/^xfi^r/y/^^^^^^uv^ 
[0012] ±m^mB^w-h^m^:&tL.xn, tKc^y^ r^^s, t^^^ 

dr/i^/v^/vy^y^ y^n/^/i^^^^T^y^, T/^/^/w^^S, y^ 
—zi^/w^y/v^, *sg^coy^^/PK, /NP^y7i^/H, r/^/vy^^/v 

[0013] T/^^mtL-xi-x, mm. ^mxmM^(D^^-rtixhx<, ^(Dmmwtm-e 

^/vs, ^/i^, y°nty^, yy^nty^, y'^vi^ yyy'^vi^ sec-:/ 
tert-^^/i^s, yyny'ntyv^ ^pyfyi, ^P^yf^s, -y 

[0014] 7/^^yt^y7ydf-yitLtij:, ^^^2~7(Dt>^^0^b< > yh^y^vv 

[0015] T7l^^/V^7/^— /^^-y^tUTfi, Tir^/^^r-yS, ^y^/I^/W^/p 

y^, :^/iyr^yg^tfs^f £>*l5 c T/i^/wvM-w^r^y^bTte:, y^/v^ 
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[0016] /Nn^V^^^/P-S^LT^, ^nP7x^l, 7;Wtn7x^;H, ^n^^ai— 

[0017] iifER 1 ^"^ ^y^ptvi^ ^P7PtVl/iX(ip-7/^P7x^/Vli55# 
[0018] — $£5£(1) ('UV ^TR 2 Tv^^il5|gt7/^/vStf ^ &m$kl~&<OT/V*rA'm 

[0019] — jR^CD-e^snsYb^^^bTW:, M^W^f^U#5i^&^# 

[0020] — ^(D-C^^tbS-fb^irLTf*. M£f^ 3KH#fF04, 739, 073^ 
'>H#fFWSI£rM0114, 027^ IW10367, 895-i§\ 3KH#fF05, 001, 255-i§\ 
H04, 613, 610-5§\ IH04, 851, 427^§\ IH04, 755, 606-^ , IWJ04, 808, 6 
07-J§\ IH04, 751, 235-!§\ IH04, 939, 159^§\ HO04, 822, 799^§\ 11104, 8 
04, 679-J§\ IH04, 876, 280^\ IH04, 829, 081^§\ ^104, 927, 851-5§\ |W) 
04, 588, 715#<£>#l?Ji#HS^ F. G. Kathawala, Medical Research Review 
s, 11, 121-146(1991), M#fFffifS^03O4, 063^§\ IH033O, 057^- 
> 3KB#f^05, 026, 708-51% IH04, 868, 185-5§\ B>C#l^f ! | : trJK^M0324, 3 
47-i§\ ^10300, 278-§\ 3KH#f^05, 013, 749^§\ ^]05, 872, 130^§\ 05, 
856, 336^§\ IH04, 231, 938^§\ IU04, 444, 784-5§\ ^004, 346, 227-^§\ 
|WJ05, 354, 772^§\ |W)05, 273, 995^§\ IH05, 177, 080^§\ |W!03, 983, 1 
40^ 0^H#fF02, 648, 897-^ *H4#fF05, 260, 440^r<D&mjfflW, Bi 
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oorganic & Medicinal Chemistry, 5, 437(1977), 0 ^H#fF02, 569, 7 

4Q^-mmm, m\mnm304, 063^-mmm, Mmm^ns, sse, 336^-mmm 

[0021] ft-ffcftjfctS, P'W^y"(( + )-(lS, 3R, 7S, 8S, 8aR)-l, 2, 3, 7, 8, 8a 
-^Mf-fcKn — 3, 7-v ? ^/^-8-[2-[(2R, 4R) — -r^tKn— 4-tKn=3f- 
v/-6-^-df-y-2H-t°7^-2-^]^^/^-l-^^/^ (S) -2-y^/V 
y'^-U— b:3^S#ffH4, 231, 938#^#W#) ;^^^^(( + ) - (IS, 3R, 
7S, 8S, 8aR)-l, 2, 3, 7, 8, 8a — ^MttrKn — 3, 7— S^^vV— 8— [2— [(2 
R, 4R) -^b7tKn-4-tKn^-6-^-^-y-2H-t°y^-2--f7V]^^/^] 
-1-^-7^/V 2, 2-vW/Wy^/^— h:*ffl#fFff§4, 444, 784-^!£ffl*) ; 
y°^/^y^V(( + ) - (3R, 5R)-3, 5-v ? tKn^i/-7-[(lS, 2S, 6S, 8S, 8 
aR)-6-fcKndriy-2-y^^-8-[(S)-2-^/^^y/^^]-l, 2, 6 
, 7, 8, 8a-^-^tKn-l-^^^]^°y^:>feH#f^4, 346, 227-5§- 
MjNB#) ;7/W^^^((3RS, 5SR, 6E) -7- [3- (4-7;l/tP7i^) - 1 

- (1-y^/Vrc^/v) -lH-^fVR— /V— — 3, 5- v^Kn^-6-^ 
yx^:^a#fFH5, 354, 772#K*W*) ;TM^;**^((3R, 5R)-7-[ 
2- (4-y/^n^^^/lx) -5-^yy°nfcV^-3 — y 3^/1^-4— 7i=;V*^ 
^/V-lH-t°n/V-l-^/V]-3, 5— ^HKn^-^^^^r^S^fF^S, 2 
73, 995#KIB#) ;-lrP^^^((3R, 5S) — ^U^n— (E) — 7— [4— (4— 7 

/^n7x-/v) -2, 6-^yy^vt^-5-yh^yy^/v-tfyvV-3 — tvv] 

-3, 5-v > tKndf-v--6--^y s 7 i y^:7^a#rF^5, 177, 080#ig#B#) 
^y(( + )-(lS, 3R, 7S, 8S, 8aR)-l, 2, 3, 7, 8, 8a-^rlWn-7-y 
^■/U— 8-[2-[(2R, 4R) -7^h9tKn-4-tKndrv^-6-^^y-2H-t°7y 

— 2— — 1— (S) -2-y^/l^y^^— h:^H#fp^3, 98 
3, 140-f§-K$B#) ;oX/^f y (7- [4- (4-7;Vto7x= ;V)—6 — fyy°nt 0 

/is— 2— (N-y^i^-N-yy^/^^/^r^yt'iJ^v'y) -5-^] - or, 5s 

)-v > tKn^r-y-(E)-6-^y°^y^:^S#W^5, 260, 440-5§\ B^HWF 
%2, 648, 897#0#K#B#) ;fcT^^^((3R, 5S, 6E) -7- [2- 
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nfcVl'— 4— (4_ 77 ^ n ^- c - 7 i/)_3_^yp / ^]_3 > 5 _^ t ^ n dr->-6-^^ 
^®?:^H#fF$g5, 856, 336-^-, 0^B#fFfg2, 569, 746^-(D#PJM) X 

[0022] — ^^(i)^m^n^it^xn^<Dm.(D^mn^mM^M^o. 001-20 

K*%W^b<, «tt)^b<fiO. 01~10fi%, 0. 1~5K*%^#^0^UV^ 

o 

[0023] ^P/lTlSffi-r^y^/w^ig^, 2i©^yyi/y|t(CH =c(ch ) -c 

2 3 

h=ch )^#^^xtt^tw^bT^5fb^©l»^E*«o ^ey^/vo- 

2 

i-S^E-yTVW^ ^rYiy^^ir^/'T/v^^ ^-^K^^-f-S^eyyvw^ 

[0024] ^yTvW^^H tflaf _L, #K#^y7vw<^ ^HtS-E-yTvw^ 2*gt 

tt^/r/i/^y, ^^y^/i^^^^^s^ ii^y^/w<^xs»att£ 
^eyyvw^^W^bv \ 

[0025] i^^yyvw^ mm^y'r^'O', Mm^y^^^o. m^y^^-o-t 
tvi^— /k ^nyK— /^(OTK^^Sf^-^sii^^ey^/^^iiyhn^^-^, 

^-rsgc^yvvw^ ; ^h^/^mM/^^y/um^-f-^m^yT/^ 
; ^y ^m<Dfcikikm%k<Dm.yt i £y £ r^'<y ■ 

[0026] yvh— /K -r ;v\f^yr— /K ^^e— /K /> N ^v^t'-zK Or-ifs 



WO 2005/094814 



PCT/JP2005/006038 



7 



/KT/l^fcK, 4WZ/T—/U y ^F7 a 9)VT^Y^y, v-^nv^— y-y^-f-su, 7^ 

-yy, -t-^w^/k %uy, -Yn^ a/>\ #/V/j^-7-i?h>\ t^y^y^cD^rh 

mM^y^m^-r^m^'^yT/^y^yhyyy, 9vm^>% y^M^ ^ 

[0027] /jvM^— /K /Nxt^7n!Jy, tV77/^^-— /K tV^7^^— /K SMVKT" 
[0028] 7xyf;W3-;V, Si^PT/l'Zt— ?V^(D7YMiWt^^W& : t J^T \ 

^/i^m^i-^jf^y^/^y -,^yy^y, y^y^^y, ^y^ym^m^K 

m^mM^yTs^ym&mftbti&c 
[0029] ±M^r/ : r/i"<yM<D^x\ r/^^m^-r^m^y^/^yxnyKms^ 

[0030] £fc, ^7^/^ViSco{t^D^^7^^^W^6W*^ffl-r6r^-e#5 0 

^/u^y&^-rzmmbVTfe, m%.&. ^y^ymm^, ^<tv-7k v 

^nyffi (M£te\ y-^-n— /ygyg) s f-zWm (Mi«> Hr4?S— fV^M) , v^r^ 

,k y^-n— 7^^r) N -</^^^h^ y^>-^^r) > (#U;M> y^ 

yby—/^^), yhv^mm^lt, yhv^7— /K f^^—jv, yhv* 
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^h-/K y>^y^) > ^y*m mz-ft. , ^r^h^s mz.& 

, y^^^-) N ty^ife (M^«\ y*^, , ^ay/y 

[0031] ^yr/^ylo^ftij;, *^M©^M^*^0. 01~15K*%W^u< 
, o. oi~iofC*%^J;i9£mx^ o. i~ioK*%^#Wf^bv\ ^ey^vw^ 

o 

[0032] ^mm(D^mM^(D—m^(i)^M^n^it^x^com.t^/T^^m(o 

SSifcf^ 2000 :1~1: 15003 1000: 1~1 : lOOO^J^^LC 50:1 

~1 : 1000^i(^(c^bV\ 
[0033] ^ _h|B^/x/^^ffi©ft^!9^, ^TU^^tDl&fPl^^, ^WVg^fcD 

[0034] zkte, ^^O^^JffJ^^^^fi^-^-rSc ^^^"SWffl^i^O. 0 
l~90Kfi%^W*b<, l~80ff*%/$S<£9£P3;UC 10~70K*%^#^^b 

[0035] ^PJcD^ffl^lJ(DpH«6~10^W*b<, 6~9^J;^^b< N 6~8. 5^#^£P 

[0036] *%w<Dt\-mmmz. *mw<D$)^M?£t>ti:^mmx\ mmmmm^m^ 
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[0037] MMtVXn, ^4'T/l'3-/K ^TV^T/U=t— /K ^U^/UTjU=t—/U^ 
CD — f|©7/1^3 — /K m?V±V^ ^yx^l/^y3^-;i/, l, 3_^/^^y 3 — 
/v, 2— J^A<— 1, 3— ^^-y-^vo^/K ^y^ntV^yn— /V2000#O#'fffi 

[0038] TK^ttiSS^^^bTfi, tKn^^f/i't;l/n- tKn^v^ntV^ir/Hn— * 

[0039] ^wm^mtvxa, xr7yyii*^!>^> ^T7y>#v^!7A, yyy^ 

/n^yyiij»«7VK #y^-^^^wy|iM^«x^, ^y^-^v-^^^^r 
[0040] ^cfeikMkvxn, ^^v^swsm^/k ^y^y-^&#^y°nt: 0 /^(D 

o^t^f^ r^/wfygt Mt^Tkist-^yy.^ ^«^by»>^#coji^j 
[0041] pHM^J^UTf*. yygt tf^St I^St ?L8£, =^ygt y^ygt M^gt, y^ 

7n/N o 7-;i/7^, ^yyy, ^^hyy^^w htiz> 0 y^y-ntr 

yyy(Britton — Robinson) MWm, 9*7'— 9— As— (Clark— Lubs Buffer) 
!SW$e, =vH>y (Kolthoff Buffer) WMWM^Wi\^X^\ \ 

[0042] ^i^ij^ux^, t^v^^^i,, mtx^y?^ mtT;v^^^ m\^9 

^yr>A N ^fb^/^yyA, mikT/u^VJ*, #yy^ 3 y^y, IfcffiMc^fbT/K 
^y/^7K yy^/^yy^, yy^-^y^yy^ yy^y/v^yA, ^my^/v 
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o 

[0043] %kmmtvx^ tfVTpy/i'Wm&tpfQys. mryv/^rnxn^t^m., 

[oo44] %smtt j *wkL,x}^ m^r/v^mm^ *mmm^ n>?>^ N n^^^ 

[0045] RTMSItu-cfi, ^i^^SrW 5::£:fl s "C#5a 

[0046] »J^LT«:, T/^Vg^hy^ ^y^^^MMR, 

[0047] ^Bjo^ti^, ^M^J^fetb^Pte^tu^©-e«^< > Miil y/^j 
[0048] ^T^^M^ifT«Bj^i¥*s^t^pj-rs^^ ^mm^n^mmm^m 

[0049] HifeMi CWiJ] 

(Dt^^fy^w o. 5KS§p^°y^^-w^y^— /v4oo sic*^ 

) 2»M^P^JS#Lfc 0 

(2) trKn^v^ntVW^/l'-fe/Vn— ^2906 1. 3©*gPi3l|W#l!ffibfcl6S*gPS: 
S&&H*?fr*PU/fc#L r^(l)^0x., ^V^1?Britton-Robinson|i«^(pH7)?r 
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[0050] mmim mm 
[oo5i] mmma mm) 

\z.mRVfc&. 30fti, T^t°^t- /v&A'Vttr— /^■Ja^tmM 

(2) tKP^n ^2906 1. 3fC*^-i&l#S^Kl6iC*g|$£r 

^•#*PUh|fc, mSrCDttlX., ^V^P^H 0. OliCM&OTritton-Ro 
binson|i« (pH7) £2JP£:£*£l00|C*«U ^K<«#J£:#fc 0 
[0052] CWlJ] 

X/Vt°^— ^ (3, 7 - Vt^/V— 6 -^7^— /V ; fttffcftE^X 

[0053] |£Wij5 CWIJ] 

(DTh/w^M/w^A 0. lKMU^V^u>^V^— ^400 SfCftfR 
fc$8fl?Ui:& % m^y^/v 30^*$B, L-^h-A- 2RS^^Px»bfc 0 
(2) fcKn^v^ntVl^^-fe/Vn— ^2906 1. 3WM(^|fMzKl6«S^^ 
^P-^flUfc^ rtL^r(l) l^PX., ^V^U^Sg 0. 03SCfi£|$;&OTritton-Ro 
binson|l«^ (pH7) ^P^A^rlOOKAlFBib, ^^&J5cD»J£#7c 0 

[0054] mmm6 mm 

[0055] ttMMl CWJ] 
[0056] Jfc$fcM2 [WJ] 
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^tKn^rv-^ptVl^^-fe/Vn— ^2906 1. 3K*gPfcfgyfflf®bf< 16fC*£l$£r 
®*^&t*Britton-Robinson>^$ff^(pH7) ^P^^fi^lOOff grfl^U 
[0057] £t$«3~6 N 8, 9, 11 [«(J] 

W^y/nfy>^(^$/3— /vso-10; 0*t-7r^yMi® [Jfr^MsL M 
M9]> yny^h^(yny^b^ ; ^RiK^I±M) [it^Mii]^mx.6W^fm|gM2 

[0058] JfctfcM7 [«IJ] 

(Dfc7/^f^^^ 0. sfcs^^y^^yy^— 7^400 
\z.mM^tM, myy— 3oks^, ^Ty^^y^yAC^ry^-v-y 

(2) fcKn^v^yntVl^y^/Hr/Vn— ^2906 1. 3WM(^|fMzKl6«S^^ 
^JP-^Pb/cfL rtL^r(l) J^PKL, ^CV>-ey^ 0. 06SCfi£|$, 2mol/L7k&fc 
^yy^7M§m 0. 03K*§^OTritton-Robinson|iW^(pH7)^R^^S^ 

[0059] jfcifcMio CWiJ] 

[0060] JfctfcMl2 

[0061] it«U3 [WJ] 

t^^^y^^/^y^^^^^y^^hyy^^^^S^^fiMil^Mitl^^ 
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[0062] USkMi 

( 1 ) _hiEH«!l 1 ~6Xt;jtS^ 1 ~ 1 3X^fa&M(D& * lg K7k9g^M^X £<M 
Vm^fzM^ ^JOpH^25°C^TpH^-^-(ffl#^0f :F-24) ^J^S^Lfc 

o 

(2) iS$^Ufd$£lJ£K^?#r$£U Britton-RobinsonlSW^ (pH7) 5rHr^ 

Mra-fe/^(Franz-fe/V) ©3tiiI£|3^Jt^®3:K^ #Ji-bT«^\ K^— 
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